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INTERNATIONAL INFORMATION INCORPORATED

e,

‘December 15, 1966

‘Covington and Burling ' : .
701 Union Trust Building
Washingtoen, D. €. 20005

Subject: Financial Proposal for Legal Information Storage and Retrieval
System Proposal #6060

Gentlemen:

We are pleased to submit the following financial proposal for the development
and operation of a legal Information Storage and Retrieval (IS&R) system.

The overall development and operation is divided'inte a two-stage program and
will extend from November 16, 1966 to March 7, 19€2,

1. The first phase is the initial development and processing of materials
for the immediate requirements of Covington and Burling and tobacco
industry counsel. This phase will begin as of November 17, 1966, when
we began work pursuant to your letter of intent of November 16, 1966
and will extend to the first week in March, 1967.

2. The second phase will begin after a review and evaluation of the first'
phase and will be the eperatiomal stage of the program,

A minimum of 5,000 articles or documents will be entered into the system by
March 7, 1967. It is estimated that the maximum number in the system at the
time of full operation in March 1967, will be 10,000 accessions.

Abstracting, Indexing, Scanning and Related Services.

Since the number of documents to be entered into the system by March 1, 1967
can vary by 100%, the following method of pricing has been employed. A "time

and materials" method of pricing is suggested to accomodate the uncertainties

in the abstracting, indexing, and scanning program. These uncertainties in-

PHILADELPMIA: 2044 CHESTNUT STREET PHILADELPHIA, PENNSYLVANIA, 13103 (215} 563.-4065
WASHINGTON AREA: 1104 SPRING STREET. SILVER SPRING. MARYLAND 209210 (301) 589-§111

LONDON: 169 SLOANE STREET. LONDON SW1t, BELgrevia 1052{3
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‘elude:
1. The number of articles entered in the system on a current basis.
: 2. An increase or decrease in the scope of coéerage of licerature.

3. Additional services that may be required by Covingtoem and Burling.

Prices:

Class 27 Labor (administrative} . . . « v ¢ & ¢ ¢ ¢« & o & o «

. . $22.50/hr.

Class 37 Labor (abstracting, indexing, editing, scanning, ete.) . . 14.50/hr.
Class 47 Labor (proofreading, english editing) .« . « v ¢ 4 o 0. 10.50/hr.'

The above prices include typing, flexowriting (paper-tape-~preparation
for computer) and general overhead.

Materials (materials that are to be used directly on project, i.e.,
xerox, journals, rveferences} . . . . . . e 4 s « « e s ¢« a v s+ UCost plus

a handling charge not to exceed 20%

TEAVEL v v v 4 e e e e s e e s s s s e 4 s e e s e e e+ = o+« .« . Travel by
public conveyance shall be charged at cost; travel by private conveyance shall
be charged at the rate of twelve cents per mile plus tolls and parking fees;
lodgings, subsistence and incidental expenses shall be charged at the rate of
$20.00 per day for overnight trips and §12.00 per day for one-day trips.

Materials and equipment from 3M Company for
Cmicrofilming . v v e e e e 4 e w4 e e e e 4 e e e $500.00/month remtal

tabor: Class 43 (Microfilming) . » « + o « o « o o » = » « « « « « $ 5.30/b7.

- Storage and Retrieval Service
i (to be provided on subcontract to Systems Science Corporation)

: Storage and retrieval services will be billed on unit rates as well as an initial
; fee ané fixed monthly fee. These charges are as follows:

! Initial charge for program Set Up « « « « « & ¢ o o 2 = & &+ &+ = &+ o $2,000.00

Charge for entering abstracts to reduced machime sensible :
EOLM « v« o o » @« s o o s e n s e e e e s e e e e e e s s+ §1.00/document

i Batween Noveczber 17, 1966 aad March 1, 1967 the minizum amount to be expended by

) Covingcen & Burling for storage and retrieval services is §7,000.00; the maximum
. is '$12,000.00,
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From March 1, 1967 a fixed monthly fee of $3,500.00 will be charged for the
following basic services:

1. Entry of up to 150 documents per month
2. Inquiries of up to 350 per month

3. Scand by services between 8 AM and 12 Midnighc Monday chru Friday.
] Saturday stand by will be from 8 AM to 4 PM unless prior notice is
i received that stand by will be required between 4 PM and Midnight.
: This additional service will be provided free of charge.

4. A listing of all new documents added to the system at the end of
H each month.

5. A cumulative list of documents contained in the system complete with
abstracts to be prepared once every 6 months.

: : Services exceeding those included in the base rate will be billed as follows:

1. Each document to be entered in excess of 150 during any cone month:will
be billed at a rate of $1.00 per document.

2. Each inquiry in excess of 350 during any one month will be billed at a
rate of §1.75 per inquiry.

-

3. Stand by services beyond the normal hours of 8 AM and 12 Midnight Mon-
day thru Saturday will be charged at a rate of $6.00 per hour and will
require 24 hours prior notice,

Covington & Burling and other Tobacco Industry counsel may avail themselves of
the inquiry services prior to March 1, 1967 and after February 1, 1967 by paying
the per unit price for each inquiry they would normally pay in excess of the nor-
mal minimum charge.

Rental of Computer Program

o The Computer program will be available on a rental basis . . . . . .$2,000.00/month

i (This is only available during operation of the total program as specified in the
proposal.) _ _

Sale of Computer Program

i - The computer program will be available for sale on the following basis.

1. 1If Systems Science Corporation is in default of their subcontract the
sale price will be $48,000.00 less 40%Z of the total fees paid by Coving-

ton & Burling for storage and retrieval services, but not less than
$12,000,00.

. . .
e o L SN U PR U, L P

LG 2018060




A o el ek ety

e A e e s B—n

[ Y.

e e e St s N v i M T O P L I - U SDLE LT o TS

- at 3i's commercial rate. The requests will, however, be given top priority over

2. 1f Systems Science Corporation fulfills its comtractual obligation and
purchase of the computer program is desired by Covington & Burling, the
sale price will be $48,000.00.

The discs containing the data will belong to Covingﬁbn'& Burling.

Xerox Copy Service

Xerox copies of all or any articles im the center will be charged at the follow~
ing rates:

Xeroxed at the saﬁe time as will be done in the usual manner during
OPETALLON & 4 4 v o & & & s o o s s s s 4. e e e $0.10/page

Xeroxed on individual request (price includes procuring document -
fromfile) n---o---------o.u----'-c-'-nn"- $0.15/page

Translation Service

Articles in a foreign lamguage that are requested to be translated will be done
all other translation work.

Use of Information Retrieval Services

Use of information relrieval services will be limited to the persons included on
an approved list supplied to 3i by Covington & Burling.

Answers to queries sent over TWX will be sent only to approved TWX numbers on the
approved user list. Any requests to be forwarded to a TWX aumber not included on
the list will be refused.

The approved list can be updated at anytime by forwarding a letter, signed by Cov-
ington & Burling.

Review of Overall Program and Cancellation

A review meeting will be held approximately March 7, 1967 and will include a review
of the entire program as well as the pricing structure for all services.

At that time, or any subsequent time, the contract will be cancellable by Covington
& Burling upom 30 days notice. If the contract is so cancelled, Covington & Burling
will pay 3i $6,000.00 per wmonth until March 7, 1968, but 3i shall be obligated to
prov.de its services to Covington & Burling, as requested, up to the level of
$4,000.00 per menth,

Billing

31 will render monthly itemized bills for all charges provided for in this contract.
Terms will be net 30 days. 3i will make its regular business records and accounts
available to verify all charges upon Covington & Burling's request.

T
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Dngoing Operation of the ISSR System After March 7, 1967

Monthly Costs {approximate)

Class 27 labor: 80 hours @ $22.50/hr. ’ " . 1,800
Class 37 labor: 400 hours @ 14.50/hr. 5,800

i Class 47 labor: 320 hours @ 10.50/hr. 3,360
Class 43 labor: 160 hours @ 5.30/hr. 848
Materials and travel : - _1,000
12,800

Computer Fee (minimum charge) 3,500
16,308

Above prices include publishing and printing 25 copies of a weekly bulletin.

Prices have been prepared on the assumption that there will be a certain percent-
age of overlap in the work now being prepared by 3i. -

Summary of Estimated Costs

Estimated cost of all services from November 7, 1966 to March 7, 1967:

Class 27 labor: 800 hours @ $22.50/br. § 18,000
Class 37 laber: 8000 hours @ 14,50/hr, 116,000
. Class 47 labor: 800 hours @ 10.50/hr. C B,400
Class 43 labor: 800 hours & 5.30/hr. R 6,500

Approximate sub total based on §153,140
expected number of entries ’

Computer set up and initialization ' . 2,000

Charge for entering materials in .

machine form (maximum) 12,000
Sub total ' $ 14,000
Grand total : $167,140

This proposal shall remain in effect for a peried of thirty days. We sincerely
hope that it meets with your requirements, and we anticipate with pleasure the
opportunity of working with Covington & Burling. Your signature on the bottom of
this letter will indicate your acceptance of this proposal and will be sufficient
authorization for us to proceed with this work on your behalf. We look forward to
hearing from you. .

Very truly yours, j APPROVED AND ACCEPTED:

INTERNATIONAL INFORMATION INCORPORATED ' COVINGTON & BURLING

By,
(_CGprald L. Brodsky Title__
Executive Director '
Date

GLB/rdm

I
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RELAT LONSHIP IETWEEN EVORED RISYY “Z CHANGES

AND BEHAVIOR FOLLOWING SMALL DoSL OF WICOTINE

IN THE CAT

Proc. West Pharmacol. Soc. 7: £3-30, 1964

SHRYNE J.E./BROWN B.B.

Behavior and EEG responses wars studied in 5 cats

before and aiter intramuscuiar 1nes of nicotine

(30-70 ng/kg). Evoked responses in the hippo-

campus and relaced structures showed that, in all

but 3 of the responses studied, the excitability

and responsiveness of the cats showed "a change

toward awake bebavior in small coses, and a

change toward sleep behavier in larger doses."

The three exceptions were all related. Return

to normal occurred in about 90 minutes, 2 time R
which agrees with reported uptake of nicotine ) T '
into the brain. . - . et

(——————
—

Elect;oencephalography (A), ¥icotine pharma-
.cology (A), Cats, Ten, HEippocamghs {a), Evoked
. behavior response (A), Nicotine srain uptake
(A), Awake pehavier (&}, Slevp o havior (AY/
Electrode implantation {A), Fornix (A), Ventral
hippocampus (A), Septum (A), "7Tueca" sleep (A),
Dorsal hippocampus (o), HippocaTpal gyTus (A),
Excitability responsiveness curvas (A), Behav=
ior effects {A) /Paradoxical sla2p/USA residence, Co : oL
English language, Los Angeles Caiif residence, -
Sepulveda Calif residence, aicc-ina makabo-
“lism (A).

Calif. College of Med., Los Anzeles, Calif.;

vA Hosp., Sepulveda, Calif./Caiif. College of
Med., Los Angeles, Calif.; V& £0Sp., Sepulveda,
Califo . .  mem—— -
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MAMALTAY DEGRADATION OF (=) MEMITHYLCOTININE .

‘Nature 202(493’} 594-595, .

SCHWARTZ, $. L. AC KEXNIS, H.
In the "etabollsn of the pyr"olldlne rlﬂg of

_(-)-nicotine and (-)-noraicotine {2 companion

slkaloid ro nicotine in mzny situations),
{=)-demethylecotinine is formad with a cotinine
intermediate. Tae details ol metabolic da-
gradation of demethylco.in;ne are explorad.
The material was obtained from the dog and fed
te malz albtino rats. Urine was recovered,

- treatad chemically and analyzed. 4 metabolic

S

sequence is suggestead.
*_..-

nicotine metabolism (A), nornicotine meta-
bolism (A), rats, dogs, cotinine, demethyl-
cotinine/gamma~ (3-pyridyl) -gaama-nathylanine-
butyric acid, 3-(3-pyridyl)-tecrahydrofurancne-
2, methyl-3-~pyridylacetate, zethyl-3-pyridyl-
butyrate, methyl-gamma-{3-pyridyl)-gamna-kato-
butyrate/sodium {luoride, freezing, chlorofcrtm
extraction, acetic acid eluates, paper chro-

=atography/ English language, Grantor Tobacee

Icd Res Comz, Grantoer aAmer Tobacco Co, USA
_residence, Richnmeond Va residence.

“¥ad. College Virg., Richmoad, Va./Med. Cglleoe
Virg., Rlchmond Va.

————— e e e p—

e

-

LG 2018064




CATTGORITS TOR THT CLASSITICATION OF MATIRIALS IN TaD ISER sYs

e fzliowing categorias will be used to classify all materials in thea systen:

1. CANCIR -- TOBACCO RETERENCE

L )

CANIIZR == NO-T03ACCO REFEREXCE

3. RTEOTRATORY SYSTEM (NO CANCER) -- TOBACCO RZIFZRENCE

| TSDIRATORY SYSTEM (NO CANCER) -- NO-TOBACCO REFZRENCE
3. CARDICVASCULAR SYSTEM (MO CANCER) -- TOBACCO REFERENCE

i
Y

0. CARDTOVASCULAR SYSTEM (N0 CANCER) =-- NO-TOBACCO REFERENCE
7. VISCILLANIOUS -- TOBACCO REZFERENCE
3.  MISCILLANIOUS —-- NO-TONBACCO REFERENCE

9. MEDICAL OPINION

sz of the category system rasults in more efficient storage and retrieval since it’

codeces tac number of documents and deseriptors to be searched.

Nocumeats will Je stored in those categories which reflect the subject mattaer oi the
avtigsle, oy usar interast in the article. an article may be stored either in one
egory ot in saveral categovies. For example, an article dealing with canger,

czréiavascular, and respiratory diseases, aad mentioning tobacco, would go into

~
in artic.a dealing specifically with "rotal mortality" but mot with any individual

ciseasas (e.g., HZamzond & Hora, Part I) would be storad in category 7 in the case

(4]
h

4 csszeco refarence and in category § if tobacco, smoking, or nicotine wera not

i zancioned.

Category 9, which may not be combined with any of the first 8 categorieas, will be
ssaé to store editorials, letters, comments to the press, oOr other documents ex-

ressing aa opinion in the absence of a formal presentation of clinical or experi-

'l.]

T Eard
gntal finmcings.

4]

0

I
N
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DEFINITION OF PRIMARY, SECONDARY, TERTIARY, AND QUATERNARY DESCRIFTORS

~he AVNOTATION presents, in concise form, the nature and scope of the document and
its major findings, and, to the extent possible in less than 100 words, related
material as follows: major opinioas, major concessions, major beneficial effects,

HelpZul Information, and major conclusions found in the document.

The AZSTRACT is an informative, user-oriented, presentation of the purposes, methods,
findings, opinicms, and conclusions in the document. It is designed to amplify and
supplement tha ANNOTATION. It therefore presents significant results and conclusions,
with emphasis on any concessions, beneficial effects, Helpful Informatiom, and any

data relating to the needs of the user, not contained in the ANNOTATION.

DRIVARY DESCRIPTORS reflect fully the ANNOTATION and title (where pertinenc) of the

article, and reflect only these.

SECONDARY DESCRIPTORS raflect fully the ABSTRACT only and relate to the author's
nethods, results, opinioms, concessioms, conclusions, and to beneficial effects and
Zelpful Information, that were not of sufficient importance to require PRIMARY

DZSCRIPTORS.

TERTIARY DESCRIPTORS refer to physical effects and clinical observations in relation
<5 tobaceo and non-tobacco use which do not appear in either the ANNOTATION or the
335TRACT. When the author reports physical effects or clinical observations using
such codifying terms as "increased”, "decreased', "unchanged", "normal', or
"abncrmal’, descriptors will be so modified to reflect the corresponding concepts.
Descripters will not be modified when the author gives no interprecation to reported
values. All other data presented without discussion or interpretation will also be
given TERTIARY DESCRIPTORS.

QUATERNARY DESCRIPTORS refer to subject matter mentioned by the author with no

data or with data providing no user-oriented amplificatiom; this includes geographic
raferencaes. The country of residence of the senior author and the language of
crizinal publication will also appezr ian this column. If a document is simultaneously
suaiished in more than one language, of which one is the English language, the article
will te indexed as "English language'. The findings of other authors to waich an
zuctmer raefers with a bibliographic citation will not be indexed; instead, the

relevanz referenced articles will themselves be included in the system. é%i; e

]
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DEFTINITION OF DESCRIPTCRS AND DESCRIPTOR COMPONINTS

vals dzta - this indicates the prasence of male numerical Information

Tamzle cata - this indicates the presence of female numerical information

Mala-farala dzta - =:his indicates the presence of male and female numerical
information

Sax cdiZferences - this is a general term used for articles discussing sex
differences, in whole or in part, and net prasenting a zere

quantitative ratio

vi=her desc=iscors -~ The number of cases, subjects, or animals in the study will

be indicated by:

one

ten -- for numbers up to 10 and more than one
twenty—-five - for numbers up to 25 and more than 10

et e st

£ifty - for numbers up to 50 and more than 25

nundred - for numbers up to 100 and more than 30

thousand - -or numbers up to 1,000 ani wmore than 100

ter thousand - for numbers up to 10,000 and more than 1,060

ten thousand olus - for numbers higher than 10,000

{a) - the A in parentheses, used only in conjunction with another
descriptor, indicates a finding in an experimental animal,
as opposed to a human finding for which the descriptor is

unmodified.

(G - the C in parentheses following a descriptor indicates documents
dealing with the chemical composition, structure, and properties'
of tobacco, its smoke or components, tobacco fars, and other

studies not containing biological informationm.
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Senaficizl effact

Concession

I:l.‘.

Assgeiaticn
vor.associcstion

this rafaers to the relationship, in the zuthor
Setween the dose administared and the elZfect obtainad; this
will be modifiad by either "positive', when a positive re-
lationship exists, or ''megative', if the relationship was

lacking or negative.

this term, often found in conjunction with "smoking duration,
rafers to the number of packs per day or a similar gquantitative

measure, including modifiers such as "heavy” or "light".
this term will not be used, being replaced bty '"causation"

this term is understood to refer to a beneficial effect of
tobacco use, and pertains to the information waich should

always be given at the end of each abstract, if present.

this term will not be used, but will appear in the Thesaurus

followed by all of the adverse effects present in the system.

this term, which is always a modifying term, can be distinguished
from a statemant of negative opinion or Helpful Information In
that the author is admitting to a deficiemcy in nis previously
expressed positive opinion, i.e., more or less adhering to the
positive view of causation or carcinogenicity but admitting

that more work is needed, or that aﬁimal findings are not

directly applicable to man, etc.

this is used after another descriptor and stands for helpiul
statement or Helpful Information; this means that a statecent

or peint might be useful for advocacy.

these terms will be used when the document refers to the
presence or absence of a statistical relationship between

the occurrence of two variables.

aNs

- Y L e2- N
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Causation

2

P

cthis indicatas a2

aamad causes, to some degree, the <iseasa listed; tais term

can be Ffolilowved by NP5, which stands for "no
is used to show that the author expressed an

aémitcted absence of evidence.

this term incorporates the previous COnCepts

wn

pinioa in the

et "

of Cau

I
w
i
)4
o]
3

uzgested" and '"causation unknown', and indicates tazt che

aurhor either feals that the causation of the disease is still

unknown, fails co come to any couclusion about the causation

of the disease, or mzkes only inconclusive statements such as

that a causzl relationship is suggested.

this indicates a dafinite expressicn of opinion that the agent

named plays no significant role in the causation of the

disease.

- 5. 23
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.' PROJECT TIC ACCESS Tias NUMBER

TITLE:
A STUDY OF TOBACCO CARCINGGENESIS. I. THE PRIMARY FRACTIONS

AUTHOR{S): .
wynder, E. L./ Wright, G.

SOURCE:
Cancer 10(2): 255-271,71957

AFFILIATIONG : .
Slcan-Kettering Inst Cancer Res, Div Prev Hed, N.Y./U Toronto, Canada

ANNOTATION: Both papillomss and carcinomas were obtained when varibus fractions of cigatette
tar, obtained by chemical fractionation, molecular discillatien, and ion exchange experiments,
were applied 3 tines weekly to the shaved backs of mice. In further work, the activity of
various chromatographic eluates of the nedtral {ractionm was' compared, as was that of the neutral
fractions from extracts of unsmoked cigarette tobacco, cigarette tobacco smoked in pipes, and
cigarettes smoked by machine in the vsual way. Prelimipary work was also done with rabbits.
While admitting that proof that "tobacco smoking causes cancer in man" “can come only from
combined statistical, clinical, and epidemiclogical studies’ od man,” the authérs conclude that
cigarette tar "is carcinegenic to mouse skin" and_that "the majortity, though not all, of the
carcinogens are im the neutral tar fraction®, TR RN

ABSTRACT: King-size'cigaté::eg panufactured in the United States vere smoked 150 at a time in a

tar with a nicotine content of 5.3%, The high toxicity due to nicotine led to its removal

(along with other alkaloids} from some of the test preparations using silicotusgstic acid, Whole

animals veré observed for up to 24 months. 'The methylene-insoluble fraction produced ne lesions
in the more resistant CAFl mice and 1 carcinoma plus‘z papillomas in tho Swisa mice. Survival

with the use of "a water<soluble fraction was goad and’ no tumors were produced im either strainm.

of the CAFl_and Swiss mice, resp.; the nibotine-f:ef basic‘fract}on plus the neutral fraction

’ - - o . - R i T Lo T
léd'to cancers in 172 and 37%,resp.; phﬁ}é_we;efgépe;g}iyifgyer:hhfviibrs'amp@g'Suiss mice thau
anong Cﬁfi mice. Taken separately, the acidic qn@'é;go;igg:f??e basic' fractions produced no

1
produced the most ulceratisd, hair loss, and hyﬁéipiauii,”hhd'Eﬁrthér'i&u&&'oflthis fraction

lesions in Swiss mice and 7% cancers in CAFj pltgi'aiﬁ?.hltotihi}fpén’§ap}bfEraétion, however,

is suggested for the possible presence of non~hydrocarbon carcinogens. At the gsame time, the
role of general toxieity uni Height loes in carcinogenesis experiments i3 emphasized. Results
with nicotine-free whole tar and recombined whole tar were generally the same as with untreated
whole tar. When neutral tar was chromatograzmed on a silica gel column, papillomas were

produced with both the hexane and CCl, eluates, but carcinomas only with the latter; benzene,

chloroform, and methanol-pyridine eluates praduced mo tumors. In groupa of 10 CAFl mice each,

machine with a mean puff volume of 35 ml. One-thousand cigarettes yiélded 42 g of a cold-trapped

tar and its various fractions were applied to CAFl and Swiss mice in 50T acetone solution, and the

With the acidic plus the neutral fraction, survival was good and cancers developed in 13% and 223

THIS PAPER

| ABSTRACTGR \DATE lem'roa T EROOFAEAD | FINAL OF | PREPARE DESCRIPITNS ON BAGK S10% OF
i
1
H
i
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— =

LG 2018070



a1 b tvantraih i ot PR bl LR
ST v dYNZNAR -8 LT
INADVILHIYNZNAT -

ANAHAAZNAN LI~6"8 %' C

ANFYAJZHANIG-2'€ T 1

ANTYNLINYNAHAZNARTA-L*9°€"

ANAUAAZNIT -y "€ ~AX0HaNH

AL1dVIOd 1H303

TOINVHSD

HOLOVYINT 1ALNOS

A1ddNS HADKNO

] WALV FLIAFYD

NIS3¥ HNINOKKY AuvNyalvnd 21svd

N153¥ ANSUALSATOL QILVNOIT1IS

N21LVaY403d J1TDADATOL

ANONTHONTIOHRLINT YL

vIunort

. NTHVRNO0D

10¥ILSYWOI1S

. ST0UAISOLAL

S MIYIADATIOIUL JLIVHALTY

ANITAHLHIYNI Y

A402508803dS FONIDSIHON L

AdDISOMIIAES JTT0IAVEIL

ANASALD

ANININVHON 13

SINTYALTALTY

ANIYAd

SENIDIVHIINV I TY

ANTIVHHLYY

- SANTTVHLNIYN

SHOBUVOOHAAN JLTIADATI0OL DILVHOEY

SYALST QLY ALLYA TILVHNIYS

QIO¥ DIONAIHIZd

SAIJV ALLYd QILVHNIYS

SAIDV ALLYd QILIVENLVSI]

aroy 211170

a1dv JILIMIYd

SANASNIL

TONITAX

$10534)

SI0N3Bd

SAI9Y JTTANOHEYD ILIVIldITY

SA13V SITAXOTYYD DILVHOEY

SINIRY

Joua 3unssizd

ONINCILIANOD ILLANYIID

NOILYIJOSSY ONINOWS YIONVD XNA¥YI

NOLLV1JOSSY DNINOWS HIDNVD ALIAYD '1¥VXO

NOLLVIZOSSY ONIAOHS ¥AONYD 9331

A13150S WADINYD HYIINIHY HOINVED

OINO¥OL

AIID WHOR M3N

FOVAONYT HSITD'3

FONIAISIE ¥SI

9103dTI089p ATBU13]IENY

$31yA'13 ILVITOVIAHLA

SIONIYIIITQ SATOIIS
NOLLY¥NA Jdnd

XONINbIYd ddnd

HI9N31 lIiag

INAINOD FUALSTIOW ALLINVOID
NOTILYT111SIQ WANDYA
S1OVYLXT ¥IHIZ WNATOUIR
NOLLOVYIXA ANOIAIV
NOILOVY1X3 IN3ZUAIZNIE
KOT11DVYIXd JIVHOTUYD HN1OOS
NOILOVYLXT aIJV ar¥ndins

SLOVYLXA W040HO'THD
ANTHOVH DNINOHWS

wioldpiosap Aanyid

SIOVEIXT FATHOTND ANTTRHIIR
SIIVYLXI TTONVHLIIW

$31vNN3 TIONVAQdd

SELVATI TONYHIZW

$21YN13 ANIZNIG

SAIVNTI FATHOTHOVEIAL NOGHYD
SILYNTA ANIQIHAL

SAIYNTA INYXIH

HHN0D 139 VOIS

HOILNIOS ANOLIOV

qIay OLLSONALUDLTIS

(¥) ALIDIXOL INILODIN

TYAOWIY ANILODIN

INAINOD IRILODIR ¥¥L 0J2VEQL
HOLIOVHd 3790108 ¥ALVM ¥Vl 0DOVI0L
T13IA UYL 0JDVE0L

quazou ANVINCOVININAN 0IOVHOL

1InJ 022vH0L

) uh~u~zmuoz-ug<ozoz ANVINOOVIYINIH
SISAT04Ad 02IVE0L

(v) SSOT IH2I3A

(¥) YI0340TY

(¥) VISY1dY3dAH HINS

(¥) NOLLVHIDTIN NIAS

SHA1T1d A1LIWVIID

INFINOD ANIVRAZNIS WYL 00DVEOL
aoIyad INALY]

ALIHINIDONIONVIOD NOLLOVHA ¥¥I FLIIUVIID
NOTLLISOJMOD ‘TVOINIHD YVL 000¥a0l
STLLIUYOID IZIS DNIA

NOL1OVES JISYE WYL 0J0VE0L
NOIIOVHA DIQIOY ¥VLI 0JOVHCL
MANIVEILEL ONINUNG 0DOVHOL
030YA0L 3d14d

SNOIIOYYd TI¥d INILODIN UYL TLITHVIID
FIIM 55INS

A2IH NdVD

aHNToA dANnd

IH ONIMIHD 0JIVACL

NOLLVIJOSSYNON ONIMAND 0DOVE0L HAONYD
ROLLYIDOSSY ONLNOHS HIONVD

. .n - 8103d3I3EIP
|wuou4u=o CE

SKOISSAINGD TYHINY

SIOVHLXT 000YA0L

INALNOD NESONIDHYD ¥Vl 002vaol
ROLLVNOLILOVEd YY1 0JOVAOL
NOTI¥T111SIa ¥Y1NJI3TON
NOLIOVdd TVHLININ UYL 00JVEOL
AHAVHOOLYHOUIID 1102
INTHIVAYL FONVHDNT NOT

ONINOWS 3d1d

0DOvVE0L ILLAUVILD

(V) VYHOTILJIVd NINS

(¥} VHONID®VD NIAS

(¥) ONIINIVL NINS

s1184ve

301N

{¥) ALIDINISONTOHYD WYL IL1IAHVIID
VL 3LIIYVOID

SNOIIOVES K4VMINA ¥VL 03DVU0L
T KOLLVSNVD 0DOvd0l ¥IONVD

S ieh N

T

LG 2018071




s B 3 of & molecular distillate cuts of the neutral fraction led to cancers in Ll or 2 mice. In both
strains of mice, the 2-propanol-insoluble ion-exchange fractions were more carcinogenic than the

2-propanol-soluble acidie and neutral fractions. In both strains again, neutral tar obtained

from cigarette tobacco smoked in plpes was about twice as active (and the latent period was shorter)

as that obtained from cigarette tobacco in the usual manner. This is believed to be related

to the fact that the peak burning temperature in cigarettes is 884°C + 10 during a puff and 835°C + 30

between puffs, compared to 750-950°C when cigaretts tobacco Is burned in pipes {this is 150°C

e e e o e e e e

higher than the peak burning temperature for pipe tobacco, and is presumably related to the cut of
the tobacco used). A methanol extract of the same cigarette tobacco {unsmoked} produced 11
papillomas among 40 CAF1 mice and 3 among 40 Swiss mice; although 1 of the latter developed into

a cancer, this indicates less activity in extracts of unsmoked tubacéo than in tobacco combustien
products, and may help to explain the lower rate.of human cancer agscciated with tobacco chewing.
Hentriacontane, for e?ample, which is the main paraffinic hydrocarbon in tobaceco, 1is noncarcinogenic
per se but yields a spectrum of carcinogens on pyrolysis. The authors conclude thac the main
effect of the nicotine-free basic fraction, which "is but slighcly carcinogenic”, "seems to be
that of a cecarcinogen", They note that the active carcinogenic fraction which has been isolated
from the neutral fraction represents only 1.5X of the total tar, and that the "benzpyrene content
of the total tar as well as of the active fractions is far too low to account for the positive
results. So far, no carcinogens have been 1dentified in large emough quancity in tobacco tar or
{ts frac=isns to account for the observed activity. While a summation effect of several
substances remains a possibility, it is more likely that carcinogens not yet {dentified may be

the most important ones in tobacco tar”. Among the practical measures suggested on the basis

of these findings are a reduction in the amounts of possible carcinogen precursors in rav tobaceo,
and the development of effective filters to reduce the total amounts of tar and nicotine passing
through a cigarette. 'Preliminary data indicate that this would effect a dilution of tar

Jh axposure, which will significantly affect the yield and latent peried for tumor growth in the
experizmental animal....". The authors also raise the question of "what bearing, if any, experimental
research in cancer has on the human cancer problem”. They note thac “the purpose of this

i investigation has not been to prove that tobacco smoking causes cancer in man'. In view of the
relationship between tobacco and smeveral types of human cancer, "the present investigation vas
initiated to determine the specific carcinogenic substances in tobacco. It remains to be
establighed whether such factors, once found, are also responsible for cancer formation in man.

If an agent is found to be carcinogenic to a varlety of animals, and if the human epidemiological

datc are mn® incousistent with this finding, then the burden of proof lies upon those who claim

that these substances are not carcinogenic to wman”. [Support from the American Cancer Soclety]
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AGNGTATION: In a brief editorial dealing with the 1964 Surgeon General's Report, it is noted that the |
conclusions reasked in this report were drawn from statistical snalyses and associations tased on -
scpulasion surveys, "lgnoring the clinical facets of lung cancer alzost totally." A nuzber of ‘
arparen: inconsistencies between these conclusions and certain facts about lung cencer are tointed
cut, and the cczzent is wade that "it seens odd that & governmental sgency sheuld so assiducusly
undartake 15 ncdble a business that contributes some twe biliion dollars in yearly taxes without
better proof of its stasd,” :

AZSTRACT: The author motes that, although the Surgecn General's Report implicates cigarette N
szoking as a causative factor in e large number of disease entities, life expectancy has increased

rather than decreased since the discovery of tobacco, Furthermore, indings suggesting that

ripe and cigar smoking constituze little danger to health appear to be irconsistent with the
corclusion that tobacco per se iz the prime deleterious facter. While the report places con- S
siderable exphasis on metaplastic and precencercus histologic changes in the trachecbronchial i
tree of szokers, the fact rezalns that tne incidence of +pracneal cancer has not increased with o
-hat of lung cancer, bilateral lung cancer (which would be expected) is rare, snd the "srecascerous”

lesicns present in patients whno survive excision of a full-blown lung tumor do net generaily g¢

T e AWt T . i = P e ey T T N T e

on to produce a second cancer. Since lung cancer appears to be highly age specific, occurring at
about age E0 regardiess of the age a% which smoking was begun, dosage facters in terms ef azopunt
smoked or duraticn of smoking do not appear to be significent, The author concludes with the
statement that “Without any ides of whitewsshing the guilt that may rest at the feet of the
totacco babit, however practiced, and with a mind kept opea for its possible ineriminatiom, I
caanot {in ligot ¢ these many incongruities) consider it established as causative in cancer of
the luzg,"
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TITLE Szoking and HMoush-Throat Cancer

AJTROR(S):

. Moore, C.
SCLRCE: .

- Amer J Surg 108: 565-569, 196k
AFFILIATION:
U Louisville Sch Med, Louisville, Ky

SWGTATION: A follow=up study of T3 previously cured pstients showed that secord cancers of the

cousn and <hroat occurred at & much nigher rate among those who continued to smoke {i7 of 45) thaa
nose wno cuit (1 of 29). It is strongly suggested “that tobacce is a determining factor ia
2at caccer, without wajch relatively few such cancers would develop”, and that "a zighly
wortawnile degree of protection” results froam stopping spoking. It is admitted, however, tzat "aay
serigus concept of cancer causation =must include a multitude of factors acting together, ol which
ar extercai chedical sgest can only be one.”

p—— R SR R

AZSTRALCT! The appreciable frequency, especially in smokers, of often-fatal, new squancus
cersinszas of the zouth-throat region several years after control of the first carcincma prompted a

fallow-up study (Dean follow-up of 6.7 years) of 78 pstients (initially smokers) who were living and

well 3 years fallowing ireatment for squamQus cancer of the mouth or throat. The T8 subjects divided
sramsalves into 2 groups: those who guit smoking follow'ng their first cancer (29 subjects), and those’
vic sontinued szoking {49 subjects}. Of the 29 who hald ju.t, one person developed & second "tobacco—
ares squamous cancer”, while 17 second cancers developed in the group whe continued szoking. It is
~epnisced that T of an criginsl group of 85 patients with oropharyngesal carcinomes hed never szoked,

so thst "their cancers nad causes other than tobacco”, that "saveral™ patients developed lover

esopnegeal second cancers, waich were pot counted in the siudy, and that "the infrequency of cancer

. . ‘ ) . i
in zertain oroprarymgesi sites" makes statistical studies difficult. The author points out that in zosv .

stucies, "thze factors of innate susceptibility to cancer—---are not considared or equaiized” and
sugszests that nis two groups way have been "more homogenecus than an inbred strain of laboratsry
aninals", while admitting that the patieats say have varied videly with respect to race, slconolic
izzaxe, dist, weign%, previous syphilis, or some other factor which could account for the second cancer
fistribution. He also suggests "that tobacco may act a3 a promoter rather than s garcinogen per se,”
but points out that from a clinical standpoint "this is quibbling if the withholding of an external
substance can control the major incidence of the disease."” While maintaining that there is probsbly,

iz zary cases, "a reversible precancersus state in the oral mucosa™ waich can be reversed by cessation

of smoxing, te admite that "the pumbers of the subgroups are quite small and the oumber of uncontrelled

variaples in any auman groupings ocecessarily numercus; therefore, few will consider the causal conanectico

&3 proved,”
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i : ACEESSIAN M2 27

“{TUZ: The anatemical a277:::i te the study of smeking and bronchogenic carcinoma: A preliminary
report of forty-onz :.:es

ALTR0A(E): ..
Auerbach, 0./ ?accize, T, G., Stout, A. P., Statsinger, A. L., Meuhsam, G. E.,
Ferman, . B.. ~°. . B '

Cancer 9(1): 76-33, 1939

SFEILIATICNG VA Hosp, Lad Zv:, Zast Orange, N. J.

AINJTATICN:  Epithelial en : in the tracheobronchial tree were studied in 41 specimens obtained
¢rom adulc males, includinz si=h hronchial carcinoma (all moderate or heavy smokers) and 27 without
lung cancer (B nonsmokers an: 3 light to heavy smokers). There was significantly more basal cell
hyperplasia in smokers than o nsmokers, and slightly more stratificacion and squamous metaplasia.
Tue to the small number of s° ns studied, however (one surgical and 40 ac autopsy), the authors
"do not feel juszified in cva any conclusions™. They also admit a deficiency in recording the
presence of change in the ezi a but not the extent of the change in the cells, and emphasize that
“the culy factor with which we save concernad ourselves is the smoking history”.

AESTRACT: A smoker was defir=: is someone who had smoked up to one package daily; a moderate smoker,
one to 2 packages daily; anz & iexvy smoker, more than 2 packages daily. These patients had smoked for

from one to 5% years, with in= ~ajority smoking for 10 or more years. Of an original 97 specimens, 56
were rejected because of extzri.v2 senudation caused by improper slide preparation technique, For the :
4] remaining cases, appraximat:.’” 7300 slides were studled and three types of epithelial change {basal-~
‘cell hyperplasia, stratificazl:x, and squamous metaplasia) were defined and evaluated. Basal-cell hyper
plasia was present in 18%, 43, 10%, and 42.7% of the sections, stratification was presemt in 1%, 7I, .
107, and 8.4% of the sactiocns, ind Squamous metaplasia was present in 0.25%, 1.3%, 3.2%, and 2.0% of the
sections from nonsmokars, 1ig"t 20 noderate smokers, heavy smokers, and subjects with carcinema of the
lung, respectively. 3agal-=2:l ~-ezplasia may oceur in any part of the trachecbronchial tree with the
response in nonsaokers being siizc to advanced and showing a greater tendancy fo extend to the cir-
cunference of thé wall of the 2115 many-layered hyperplasia was found in smokers only. Incidence of

stratification was not as apparent as that of basal-cell hyperplasia as "it ‘was often associated with a w'

suppurative process and could “ava been secondary to the inflamatory process...lt does not completely
explain the higher {ncidence In =h2 smokers, particularly in those instances in which the changes were
located in the traches and aaiaT cromchi not aasociacted with {nflammation"”. Squamous metaplasia was
also present to & greater exten: in the smoker group; these changes occurred in the branch brouchi and
were most often associated with :a inflammacory process. The authors note that "our findings warrant a

more sxtensive study alomg 3inmiler 1ines o Jetermine whether thess differences will hold in a much

larger series”. They also szsz.: ‘42 fuily recagnize that the present series does no: include the
[ R T CoL
S TRALTLR i e CoRLIV ‘ T CFRCAD | FINAL OK PRESARE DESCRIPTORS onl 8ACK S10C OF
tl l THIS PAPER
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